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Amaravadi L; Brown DE; Guyot D; Mays G; Leiby K Chan Jul T ■ 
Goodearl AD J; Gearing DP; Sokol SY; McCarthy SA (REPAINT) 9 

Corporate Source: MILLENNIUM BIOTHERAPEUT INC, 640 MEM 

DR/CAMBRIDGE//MA/02139 (REPRINT); MILLENNIUM BIOTHERAPEUT 

MED/BOSTON//MA/02215; HARVARD UNIV, SCH MED, DEPT MICROBiOI f mot 

GENET/BOSTON//MA/02215 MICROBIOL & MOL 

Journal: GENE, 1999, V238, N2 (OCT 1), P301-313 

ISSN: 0378-1119 Publication date: 19991001 
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AbSt Seir ^. pr ° teins influence many aspects of embryonic development and 

, ' U * K z ' Dkk "3, and Dkk-4, together with a unique Dkk-3 rel^pH 
protein termed Soggy (Sgy) . hDkks 1-4 contain two distinct 

all hlnM d ° mai T in WMch thS Potions of 10 cysteine residues 

are highly conserved between family members. Sgy is a nove! secreted 



Protein related to Dkk-3 but which lacks the cysteine-rich domains 
Members of the Dkk-related family display unique patterns of mRNA 

in P 29 ^cens 1 h !f m ° USe tiSSU6S ' 3nd * re Secreted when expressed 

in 293T cells. Furthermore, secreted hDkk-2 and hDkk-4 underqo 

proteolytic processing which results in cleavage of the second 
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Dkf "r;?J domain from the full-length protein. Members of the human 
Dkk-related family differ not only in their structures and express!™ 
P l int: b f alS ° ln the±r Cities to inhibit Wnt signaling hDkk-1 
and hDkk4, but not hDkk-2, hDkk-3 or Sgy, suppress Wnt-inducec! ' 
secondary axis induction in Xenopus embryos. hDkk-1 and hDkk4 do 
not block axis induction triggered either by Xenopus Dishevelled (Xdsh) 
or Xenopus Frizzled-8 (XfzB), both of which function to trlnsduce 
signals from Wnt ligands. Thus, hDkks 1 and 4 may inhibit Wnt activity 
by a mechanism upstream of Frizzled. Our findings highlight the 

^^/^■^f i0nal hete -^neity of human Dkk-relKed proteins 
(C) 1999 Elsevier Science B.V. All rights reserved proteins. 
Descri P tors--Author Keywords: antagonist ; frizzled reiated protein • in 

Cited References: 
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Assignment of the human dickkopf (Xenopus) homolog 4 (DKK4 ) to 
chromosome 8pll.2 rightarrow pll.l bv fl„orP,^n^ L\ °TtLl?^-^. 
YOSHIDA S; SATOH H; MITSUYA T; TATE G ^ "^ llulzaLlon 

No. of Refs. : 8 ref. 
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Country of Publication: Switzerland 
Language: English 
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^Ttu f D luo C r r eKe°nce Chromosome 4; Hybridation in 
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Copyright (c) 2002 INIST-CNRS. All rights reserved. 
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